The study protocol was performed in 3 phases. Phase I was performed to optimize the collection and analysis of cytobrush specimens (n=16 macaques). Data from Phase II was used to determine whether the α4β7-mAb administered intravenously at 50 mg/kg reached the cells within the female reproductive tract as defined by analysis of cytobrush specimens (n=8). Phase III (n=12 macaques per study group) involved the administration of either the α4β7-mAb or the rhesus IgG at 50 mg/kg every 3 weeks intravenously starting at day -3. Macaques were challenged IVAG with 1 ml of the stock virus (1:20 dilution, 36 ng p27) IVAG once a week until the macaques were confirmed to be infected. The challenges were terminated after 10/12 rhesus IgG treated macaques became infected. Such lack of detection of the α4β7-mAb staining at weeks 2 and 6 was not observed post-infusion of rhesus IgG (data not shown). A schematic that graphically illustrates the strategy used to detect masking of α4β7 expression using a labeled mAb against the α4 integrin, that targets an epitope distinct from the epitope targeted by the infused/unlabeled α4β7-mAb (d). Reactivity of the anti-α4 integrin mAb remained unchanged pre-and post-α4β7-mAb infusion (data not shown), and as previously described 10 . Anti-CD3/CD28 immunobead activated PBMCs from 2/12 macaques that received rhesus IgG (RIq9 and RTM11) and 4/6 that received α4β7-mAb (PWW, RFk11, RQf10 and RRq9) that were resistant to IVAG infection, were tested for their in vitro susceptibility to infection using an aliquot of the same SIVmac251 as described in the methods section. Levels of p27 (ng/ml) in the culture supernatant fluids (a). Two animals from the control IgG group (RIq9 and RTm11) and 2 from the α 4β7-mAb group (RRq9 and RVi7) that were resistant to IVAG infection were challenged intra-rectally with 1 ml of the undiluted SIVmac251 stock virus and administered the same doses and schedule of α4β7-mAb or rhesus IgG, respectively as described in the methods section. Plasma viral loads (vRNA copies/ml) on these 4 macaques are illustrated as a function of time (b). 021, 022, 028, 030, 031, 045, 057, 060 012, 021, 022, 028, 030, 031, 045, 057, 060, 068 001, 047, 069 012, 021, 028, 030, 038, 045, 046, 060, 082 047, 082, 093 012, 022, 030, 031, 038, 047, 057, 082 012, 022, 030, 031, 035, 049, 098 012, 022, 023, 030, 031, 057, 068 012, 021, 022, 028, 030, 031, 045 005, 012, 015, 022, 030, 031, 178 005, 012, 015, 022, 030, 049, 178 012, 015, 022, 027, 030, 031, 044 001, 007, 030, 046, 050, 065, 069, 078 012, 022, 030, 031, 082 012, 021, 028, 030, 045 
